Introduction
In humans, live male births exceed live female births by approximately 4-6% [1] . This ratio is conventionally expressed as M/F, the sex ratio, or sex odds. A multitude of factors have been implicated as influencing this ratio and most appear to reduce it by inducing spontaneous termination of pregnancy, which affects more male than female foetuses [1, 2] . Other factors include natural disasters such as floods [3] and earthquakes [4] , as well as events precipitated by man, including short wars [5] , the Great London Smog [3] and terrorist events [6] .
Hurricane Katrina formed over the Bahamas in August 2005 and wrought havoc over the southern USA. The storm traversed Florida as a category 1 hurricane ( ≤ 74 mph). It then strengthened over the Gulf of Mexico and struck southeast Louisiana as a category 3 event ( ≤ 111 mph) as well as Mississippi, waning away over Alabama [7, 8] .
The associated storm surge caused widespread destruction along the Gulf coast and severe floods in New Orleans, which lingered for several weeks. The surge protection failures were classified as the worst civil engineering disaster in the history of the USA [7, 8] .
It is known that calamitous events promote spontaneous abortions in stressed, pregnant women [6] . This was evidenced in the USA after the attacks of . Such losses are male-biased, skewing the sex ratio at birth toward female babies [9] . After Hurricane Katrina, a foetal loss phenomenon was noted (gender unspecified), and this was even related in degree to the extent of property damage [10] .
It is also known that M/F is subject to seasonality [11] , and that there is a positive association with rainfall levels 9-11 months before birth [12] . Hurricane Katrina was accompanied by heavy rainfall. It brought more rain to Alabama, Louisiana and Mississippi than to Florida because the storm only passed over the northwest tip of Florida [7, 8] .
This study was carried out in order to ascertain whether or not this natural event influenced M/F in Alabama, Florida, Louisiana and Mississippi. It was also attempted to determine whether or not the disparate rainfall in these states had a differential effect on M/F.
Subjects and Methods
Monthly male and female live births by state for Alabama, Florida, Louisiana and Mississippi in the USA were obtained from the website of the Centers for Disease Control and Prevention (CDC), as shown in table 1 [13] . The time period analysed was January 2003 to December 2012.
Precipitation data for Alabama, Florida, Louisiana and Mississippi were obtained from the US National Weather Service ( table 2 ) [14] . Precipitation maps of the USA from August 29 to September 1, 2005 , are presented in figure 1 . Ordinary linear logistic regression was used in order to assess time trends in the occurrence of male live births and to investigate whether there were changes in the trend functions after distinct events. This involved considering the male proportion among all male (m) and female (f) births: p m = m/(m + f). Important and useful parameters in this context are the sex odds, SO = p m /(1 -p m ) = m/f, and the sex odds ratio (SOR), which is the ratio of two sex odds of interest, i.e. in exposed versus non-exposed populations. Dummy coding was used for single points in time and for time periods. 
The dummy variable dAprJun2006 for a peak 8-10 months after Hurricane Katrina has the value 1 in April, May and June 2006, and the value 0 elsewhere. The simple but effective seasonal submodel employed has the form: season (t) = a + b × sin(6.28 × t + c) + d × cos(12.57 × t + e), (2) where 'a' to 'e' are appropriately estimated parameters specific for the individual US states or combinations of states.
The analysis in this paper was multivariable. The model used contained 4 main parameters and 5 seasonal nested parameters [season (t), formula 2]. The explicit model equation in SAS notation is 'model m/tot = t season_t dAprJun2006 rain', with the variables: m = monthly male births; tot = monthly total births; t = time in months; season_t = seasonal submodel (formula 2, see above); dAprJun2006 = dummy variable for the time window from April to June 2006; rain = total amount of rain per state.
Data were processed with Microsoft Excel 10, and statistical analyses were carried out using SAS 9.3 (SAS Institute Inc., Cary, N.C., USA). A p value ≤ 0.05 was taken to represent a statistically significant result. fig. 2 ).
Results

Of
The state of Mississippi was hit the hardest by rainfall during the passage of Hurricane Katrina ( fig. 1 ). Comparison of the M/F trends of Florida, which experienced below 10 inches of precipitation during the storm, with Alabama, Louisiana and Mississippi combined, all of which experienced heavy rainfall of more than 10 inches ( fig. 1 ; table 2 ), disclosed that in Florida no peak from April to June was fig. 3 ), whereas a highly significant peak was evident in Alabama, Louisiana and Mississippi (SOR 1.042, 95% CI 1.021, 1.064, p < 0.0001; fig. 4 ). The SOR peak 4-6/2006 together with the 95% confidence intervals for all four individual states by the overall sum of rainfall in these states within the 3 days of the passage of Hurricane Katrina is displayed in figure 5 . This monotone relationship suggests a possible causal relation between rain and an increase in M/F 8-10 months after exposure. A simple proportion calculation involving the additional M/F increase shown over 3 months in Alabama, Louisiana and Mississippi translated to a deficit of approximately 800 girls if, theoretically, only girls were affected by lethal mutations.
Discussion
In this study, there was a dose-response relationship between rainfall after Hurricane Katrina and the monthly M/F ratio of live births 8-10 months later. Rainfall generally increases the ambient background radiation, and radiation in turn is known to increase the sex ratio [15, 16] . Stress from any cause tends to lower M/F due to an excess male foetal losses [6, 9, 17] .
This theory accords with the Trivers-Willard hypothesis, which proposes that evolution through natural selection has favoured individuals who are capable of biasing offspring gender in favour of the sex with the best reproductive prospects in accordance with extant periconceptional and gestational conditions [18] [19] [20] .
It has been shown that Hurricane Katrina caused foetal loss which was dose-related to property damage [8] . Indeed, it has been estimated that the adjusted odds of foetal death were 1.4 and 2.4 times higher, respectively, in parishes suffering 10-50 and >50% wreckage to available housing stock [10] . For every 1% increase in the destruction of housing stock, the study showed a 1.7% increase in foetal losses [10] . The study does not support the Trivers-Willard hypothesis since the foetal losses that occurred shortly after Hurricane Katrina appeared to have affected both genders equally. However, an expected seasonal variation was found, as previously reported [11] .
This study has shown a monotone relationship (a positive correlation) that could underpin a possible causal relation between rain or the radioactivity contained therein [21] , and M/F 8-10 months after exposure. This was present only in the three states (Alabama, Louisiana and Mississippi) most affected by rainfall and floods. The distinct M/F peak could perhaps be explained by increased ionizing radiation exposure during and after the passage of Hurricane Katrina. Florida failed to show an M/F rise and this may be due to the much smaller amount of rainfall experienced in this state following the storm.
Radiation is a unique toxin in that when both genders within a population are equally exposed, an overall increase in M/F is produced since more females than males are lost in utero from lethal mutations [15] . This is because irradiated men sire an excess of males [22] and irradiated females give birth to an excess of females [23, 24] .
These findings are attributed to the hypothesis that if an X-linked recessive lethal gene is induced in a mother's germ cell line by ionizing radiation, it would have no effect on a heterozygous daughter but would be lethal to a hemizygous male zygote. X-linked dominant lethal mutations in mothers would be equally lethal to both genders [23] . X-linked dominant mutations induced in fathers The count is the number of readings. Minimum, maximum, sum and mean values are given as inches. would only suppress female offspring. Recessive X-linked lethal mutations in fathers would not influence the gender ratio as sons do not receive the paternal X chromosome and daughters carry (and are protected by) a second X chromosome from their mother [23] . The sex ratio is therefore influenced by an increased but gender-biased foetal mortality.
It has been hypothesized that the skew toward higher female mortality may be due to the fact that the X chromosome contains more genetic material and is larger, and hence may be physically more easily struck by ionizing radiation. Another possibility is that ova and sperm afford their genetic material different levels of protection [16, 23] .
It has long been known that rainfall is positively associated with a rise in M/F [12] . It is also known that rainfall is associated with an increase in ambient natural background radiation due to the precipitation of radionuclides [21] . This study appears to confirm this relationship through the induction of a female birth deficit after heavy rainfall.
Conclusion
This study showed that heavy rainfall and flooding following Hurricane Katrina in the three states most affected were associated with a subsequent rise in M/F. As rain increases background radiation, and radiation increases M/F, we are, to the best of our knowledge, the first to suggest that the well-known yet unexplained sex ratio seasonality may be at least partially due to natural or manmade radiation contained in precipitation. 
